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BRIEF DESCRIPTION INCLUDING UTILITY OF THE INVENTION (WITH SKETCH IF APPROPRIATE). TRY TO GIVE 
BOTH BROAD SCOPE AND PREFERRED EMBODIMENTS. INCLUDE "SCH* NUMBERS IF AVAILABLE. 



The use of azeiicfinone compounds (ezetimibe, SCH50235) to inhibit the absoiption of plant sterols. 

Azetldinone compounds, like ezetimibe (SCH58235) have been found to be potent chofesteroJ ab^orptfon inhibitors, 
which reduce plasma cholesterol levels and Inhibil aiheroscierosis. Cholesterol absorption studies with SCH6B235 in 
mice using a fecal isotope ratio method revealed an unexpected findrng thai SCH5823S rnhibited the absorption of the 
plant sterol sitosterol. Trttlated sitosterol was used an "unabsorbable" marker to compare to the absorption of 
[l4C]-chole5terol in a mouse fecal isotope ratio cholesterol absorption model. Wild type mice (C57BL/6J) and mice 
deficient in apoprotein E.(Apo E KO) were found to absorb from 0.1S-0.3S% of the [3H]-sitostenDl dose into their livers 
and SCH5S235 was found to dose depend^ntly Inhibit the absorption and hepatic accumulation of sitosterol (Table 1), 

Srtostgrolemia is a genetic disorder, which Is characterized by incfeased plasma levels of siioaterol and other plant 
sterols, due 10 an increased nonselective Inteallna! absorption of sterols. Individuals with sitosterolemia have 
accelerated aiherosderosls, myocardial infarctions, and die at an early age due to extensive coronary atherosclerosis. 
Dmg treatment for sitosterolemia Is primarily with bile acid saquesterants (cholestyramine), but compliance Is difficult 
duB to constipation. TTie HMQ CoA reductase inhibitors have failed to reduce plasma cholestertjf or sitosterol levels in 
homozygote sitosterolemfes. Current treatments also include ileal bypass surgery and selective low density lipoprotein 
plasmapheresis. Ezetimibe (SCN5a235J may be useful in the ireatment of sitosterolemia, by inhibiting the absomiion 
of chofesterol end plant sterols like sitosterol. 
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Table 1. 

Effect of SCH 56235 on Sitosterol Absorption in Mic© 

Mouse strain Treatmenl Liver Sitosterol. % of administered Dose 

average ±stn\ p = 



Vehicle Control 


0.1479 ±0.0337 




SCH 58235-0.3mg/kg 


0.1093 *0.0143 




SCH 58233-1 mg/lcg 


o.o5ee ±0.0115 


0.046 


SCH 58235-3mg/kg 


0,0409 ±0.0067 


0.024 


SCH 56235-1 Omg/kg 


0.0552 ±0.0151 


0.040 


Vehicle Contror 


0.3773 ±0,0525 




SCH Se235-0.aing/k9 


0.1863 ±0.0246 


0-013 


SCH 58235-1 rng/kg 


0.1019 ±0,0225 


0.0019 


SCH 5B235-3mg/kg 


0.077?. ±0,0050 


0.0023 


SCH 58235-1 Omg/kg 


0.07af) ±0.0179 


0.0017 



Data found In NB 39040, p.64-75 
N - 4-6 mice per treatment 
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